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AMENDMENTS TO THE SPECIFICATION 

Please amend the title of the application as follows: 
NOVEL INTERLEUKIN 1 AND TUMOR NECROSIS FACTOR a MODULATORS, 
SYNTHESES OF SAID MODULATORS AND METHODS OF USING SAID 
MODULATORS TRICYCLIC DITERPENE DERIVATIVES 

Please amend the abstract of the disclosure as follows: 

Abstract of the Disclosure 



Disclosed herein are n Novel tricyclic diterpene compounds . These compounds, are 
disclosed that hav e th e chemical structur e of Formula (II), and its including - their prodrug esters 
and acid-addition salts, and that are useful as Interleukin-1 and Tumor Necrosis Factor-a 
modulators, and thus are useful in the treatment of various diseases. 

R8 




wherein the R groups arc defined as follows: if any R^ 4^ r j^7^;-j^4^ is not hydrogen, R r-er 
Rs or Ri > i s not m e thyl, or R43 is not GEb, th e n R+ is s e l e ct e d from th e group consisting of 
hydrog e n, a halog e n, COOH, C +-G^ carboxylic acids, G rG+a acyl halid e s, C -rG-^ acyl residu e s, 
G4.-G.j4 esters, G ^-G^-a secondary amides, (C ^rG^G^rG ^) tertiary amides, alcohols, 
{G±-G±z#G±-Gi 2) ethers, G rGia- alkyls, C r€+3 - s ubstituted alkyls, C z~G.\i alkenyls, C3 -G44 
substitut e d alk e nyls, and C *-G+a aryls. If all ^ ^v^^j^^^-^ ar e hydrog e n, R^ t-R ^ and 
ar e each m e thyl, and R4 4 is CH ^ , th e n R4 is s e l e cted from hydrog e n, a halogen, C 4.-G+3 carboxylic 
acids, C 4.-G.t-2 acyl halides, C4 .-G43 acyl residues, C 3-G43 esters, Gy G.1-2 s e condary amides, 
(Gi-G^KGrG^ ) tertiary amides, C y-G.^ alcohols, (C ^-Gi-^tGi-G^ ) e thers eth er than ^e&v4- 
h-G-^ alkyls, G rG+a sub stituted alky l s, G j-G^-^kettyls^ 
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alkenyls, and Ga -Gi a aryls. — R? and R q are each separately selected frefH ^ydffiga^r^-hak>g^i: 
€±-€- u alkyl C ^-G-^. substituted alkyls, G a-Gy alkenyl G ^y-stri:^^ - G ; 2 
alkynyl, Ci-€ 4 ^ acyl Q .-G43 alcohol, and Q ^^nyl — fe4^HW^r~^^ 
s e parately sel e cted from hydrog e n, a halog e n, C4.-G4-2 alkyl C 4.-G4-2 substituted alkyls, \ 2 
alk e nyl Ga -G^ substitut e d alk e nyl C 2-G1-2 alkynyl, and C g-G.^ ary l — is selected from 
hydrogen, a halogen, C 4.-G44 alkyl, C ±-Gn sub s tituted alkyls, C ^-Gu- alkenyl Gj -G.^ s ubst i tut ed 
alkenyl and C4 -G44 alkynyl R4 0 is selected from hydrogen, a halogen, CH aT-G+-G<3 alkyl, C \-G( } 
s ubstitut e d alkyl, C ^-G^ alk e nyl, C a-G^ substitut e d alk e nyl, C± -G+i alcohol, and G 5-G43 aryl 
Furth e rmor e , nov e l compounds that hav e th e ch e mical structur e of Formula (HA) and its prodrug 
ester s and acid - addition salts are disclosed, and that are useful as Interleukin 1 and Tumor 
Necrosis Factor a modulators, and thus ar e us e ful in th e tr e atment of various dis e as e s.. 




(HA) 

wh e r e in th e R groups ar e d e fin e d as follows: If any Ra-R^T-R^r^T^H-R^ is not hydrog e n, R ror 
Rs is not m e thyl, R +o is not CH a , or if it is not true that R49 i s CH3OH and R4 4 is OH, th e n R^ -is 
s e lected from the group consisting of hydrogen, a halogen, CO OH, G 4-G4.3 carboxylic acids, 
G^-G ^ acyl — halidcs, — G+-G43 — aey} — residu e s, — G4.-G+3 — esters, — G+-G+3 — secondary — amides, 
(Gi-GutfGv-Gi z) t e rtiary amid e s, C 4 -€^ alcohols, (G ^-G^G^-G-a ) o th e rs, C rG^- alkyls, C i-G 4 ^ 
substituted alkyls, alk e nyls, C3-G44 substituted alk e nyls. How e v e r, if all R^4^t-R,77-R^7 

R44-R43 are hydrogen, R 2 and R^ are each methyl, and R 49 is CH 2 or CH ^ OH, then R j is sel e ct e d 
from hydrogen, a halogen, C4 -G4-2 carboxylic acids, C+-€^-acyl halid e s, G4 -G.U acyl reskkies^ 
Ga-G+a e st e rs, GrG+a s e condary amid e s, (C ^-G^G^-G^ ) t e rtiary amid e s, C a-G4-j alcoho l s, 
(G+-G^)tG4.-G^) oth e rs, C a-G44 alkyls, C a-G^ substitut e d alkyls, C ^-G ^ alk e nyl, and C 3-G+3 
sub s tituted alkenyl R3. is selected from hydrogen, a halogen, C 1-G1- 2 alkyl, C rGy s ubstituted 
g+a alkenyl C^-G^. substituted alkenyl, C 2 — G ^ alkynyl and C rG ^ acyl, and C $-Gu 
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aryl R^t^HW^W-Rs* and R u-Ri-3 are each s e parately s e lected from hydrog e n, a halogen, 
alkyl, C rG^ substituted alkyls, C a-G.^ alkenyl, C rG^ substituted alkenyl, C3 -G43 
alkynyl, and C s-Gn aryl. — R& is selected from hydrogen, a halogen, G+ -G& alkyl. C ±-Gu 

from hydrog e n, a halog e n, CH 2r -GrG 6 alkyl, G .\.-G(, subst i tu t ed a l kyl C 2-G6 alkenyl. Gi-Gu 
substituted alkenyl, C ^-G^ alcohol, and C y-G^ ary l . Pharmaceutical compo& meflfr-ee^^ 

Formula (IIA), and a pharmaceutical^ acceptabl e carri e r, ar e al s o disc l o s ed,^^4^^i^ii->-a^ 
an ti inflammatory analg e sics, in tr e ating immun e disord e rs, a s antican c e r and ant i tum o r ag e n t s ^ 
and in th e treatment of cardiovascular disease, skin redness, diabetes, transplant rejection, otitis 
media, sinusitis, and viral infection. — Furthermore, novel c o mpou nds th a t have the chemieal 
structur e of Formula (IIB) and its prodrug e st e rs and acid addition salts ar e disclos e d, and ar e 
useful as Intorloukin - 1 and Tumor Necrosis Factor - a modulators, and thu s arc useful in the 
treatment of variou s diseases. 




wherein the R groups include the following: R 4. is selected from the gr o up c onsi sting- -of 
hydrog e n, a halog e n, COOH, C +-G44 c ar box y l ic acids, C4--G-1-2 acyl halid e s, C -^^-aeyt^esidH-etjh 
G4.-G.1-2 e st e rs, C +-G44 s e condary amid e s, (C ^-G^G^G^ ) t e rtiary amid e s, € +-€43 alcohols, 

(Gt-Gva^v-G^) e thers, G- k-G^ alkyls, G r€ia- substituted alkyls, G a-G« alkenyl s, G y-Gi-2- 

substituted alkenyls; is selected from hydrogen, a halog e n, C rG+j alkyl, C rG^a substituted 
alkyls, Q -G44 alk e nyl, Cy-G.^ sub s titut e d alk e nyl d — G+a alkynyl, and G 4-G-12 a cyl, an d CU-G.^ 
aryk — R^^^r^H^r-Rs , and R ^-R^ ar e e ach s e parat e ly sel e ct e d from hyd r ogen, a halogen. 
G-rGu alkyl, C+ -G4 4 substituted alkyls, G a-G-i-j alkenyl, G^ -G^. substitut e d alkenyl, C y-G^ 
alkynyl, and C s-G+a aryl. — R^- is sel e ct e d fr o m hydrog e n, a halog e^^i^i.2--^^kylr"G i-G\z 
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s ubstituted alkyls, C 2-G1-2 alkenyl, C &Giz substitut e d alkenyl, and alkynyl. R -io i s selected 

from hydrogen, a halogen, CHzr-Gi-Gt alley!, Q -Gs substituted alkyl, C ^-G^ alkenyl, Q -G^ 
substitut e d alkenyl, C+-€.^ alcohol, and aryL — The disclosed compounds include the 
prodrug est e rs of th e abov e compounds, and th e acid addition salts th e r e of. — The disclosed 
compounds include th e prodrug e sters of th e above compounds, and the acid addition salts 
thereof. Also disclosed arc ^ pharmaceutical compositions comprising a therapeutically effective 
amount of the novel compounds of Formulae (II) and (IIA), and their prodrug esters, and a 
pharmac e utical^ acc e ptabl e carri e r, are al s o disclosed, and that are useful as anti-inflammatory 
analgesics, in treating immune disorders, as anti-cancer and anti-tumor agents, and in the 
treatment of cardiovascular disease, skin redness, and viral infection. Completely synthetic and 
semi-synthetic methods of making the compounds of Formulae (I) and (II), and their analogs^; 
and the compounds of Formula e (II), (IIA) and (IIB) are also disclosed, as are methods of using 
these synthetic and semi-synthetic compounds in the treatment of the above-listed disease states. 

Please amend the priority claim on page 1 as follows: 
Priority Claim 

The present application is a continuation of, and claims priority from U.S. Application 
Ser. No. 09/570,202, filed May 12, 2000, now U.S. Patent No. 6,365,768, which application 
claims priority from U.S. Application Ser. No. 60/134,295, filed May 14, 1999, now abandoned, 
and U.S. Application Ser. No. 60/186,853, filed March 3, 2000 , now abandoned . These 
applications are incorporated by reference herein in their entirety. 



